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AB Recombinant adenoviral vectors expressing viral replication 

repressors controlled by a pathway- responsive promoter is described for 
therapeutic usage. These viral vectors replicate 
selectively in response to the intracellular conditions of the 
target cell. These repressor genes controlled by E2F and 
Rb, or p53, or TGF.beta. responsive- 
promoters are selectively expressed in response to the 
intracellular conditions of the target cells and subsequently inhibits 
viral vector replication in the host cell based on the 

phenotypic or genotypic of the infected cell. In the target cell, the 
promoter element of the pathway-responsive promoter is inactive and thus 
the virus is permitted to replicate for therapeutic purposes. This 
results in: (1) killing the cells by natural lytic nature of the virus, 
and/or (2) provides a therapeutic dose of a transgene product (amplified 
in comparison to replication incompetent vectors) to the target cell, and 
(3) producing a localized concn. of the virus facilitating the infection 
of surrounding cells to the recombinant virus. The invention further 
provides therapeutic and diagnostic methods of use of the vectors, 
pharmaceutical formulations comprising the vectors, methods of making the 
vectors and transformed cells comprising the vectors. 



